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A  B A B Y ’ S  E X P L A N A T I O N  O F  T H E  R O L E  O F  A L L O S T E R Y  I N
P R O T E I N  F U N C T I O N  

–  
O P P O R T U N I T I E S  F O R  U N D E R S T A N D I N G  M E C H A N I S M  O F

A C T I O N ,  A N D  P U R S U I N G  D R U G
D I S C O V E R Y  O F  D Y N A M I C  P R O T E I N S

Allostery refers to the mechanism through which binding or activation at one site in a macromolecule is
propagated to another distal site in the macromolecule. For example, the binding of an agonist to a receptor
(top arrow) triggers a cascade of dynamic events through the protein, resulting in a conformational or
dynamic event at a distal site (bottom arrow) that enables activation of a second protein in complex with the
receptor. By understanding how “change” at one site in a protein is propagated, we can appreciate how
enzymes spontaneously undergo transitions between specific functional states, or how a drug in an
allosteric cavity of a target protein can reprogram efficacy or its capacity to engage other proteins. In this
talk I will provide several examples of protein systems and show how allostery is at play to allow functional
states to interconvert while enabling intervention of these pathways through “allosteric drugs”.


